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c7), ±ib (1) 4v»l (id ov^-f fifrhztimoiti&it ■fzte*;<Dmm±f?& 

(2 2) ^#rt^yV*>Se^«^*^B*^1-*ffl#<7>#:^Wf^7t:i6 
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<D, ±15 (1) &v>L (1 1) OV^-ftL^^fB^O'fk^f fc»4*OE^S±^ 

(2 3).±ib (i) ttzit (2) mm.<Dfo&w*tzi*z<Dmm±wirmzti2>m. 

[0 0 15] 

-tie— «5£ (i) ^£*L&#3&i^<^t^£> 7"v *>m&i>mffiir%m& 

*&m<Dim7*-7bLx4mi**L&mnte±<D--is& (i) ^s*u>ft 

-frflfei £{i-€-0:£& L< {±^5fo%-C3>&o #K$f<b&v>|&tK ^«*^*5V^ 
[0 0 16] 

Rl*5J:y ? R2<7)^|i : tT«7K^ 7?f, tt*, OH, COOH, SO3H 
ruqtffi&if hti&o R 1 33 X V R 2 £ t T *±7k3lt Ztz&*?- frim JL^ D $ 

R 3 J3J; 0?R 4 oflfc LTtt*t % ■f-^T&^ffc tL& 0 

mi3 <£ n {4^21 LT 0 & V> L 4 <Dm$tX$>h o m £ (± n 0 &9\-<DWr&, 
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T&£<^ £fzm%^>X^Xi> iv^ 0 tfiR 2 ttJ&ft^v^-t & |Stft-e& 

& o 

[0 0 17] 

t± x ymm^^-r & X 9 &*§-£\ ci tt t ^Jl h <d m $ 

t;v# ^M^oi^ v^^v^a, yty ^Acorh ^ r;v# y± 

„ ft* «, £ ^ I <7)^#O^S#n#^^^^ 
[0 0 18] 
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Fl 2 5J *IIi^l«$ti^!|BF-l 2 5, fcfctNc 

&^iftZL^*&WOft&®tLXl±, BF-12 5 (4- [2- (2-^> 
v^MJ-yy/i/) xf-;i,] — N, N-vji^;v^ >-b^ ^ > MKd^d^^ 
K) , N-2 8 2 (4- [2- ( 2 — ?y _ N> N 

-v^;i^>-tr^>) % BF-1 3 3 (4- [2- (5 -7/U*n-- 2 
>y^^V*U;W) -N, ^ BF-1 4 

0 (4- [2- (5-7;^n-2-^>v^^t>/. J ;i / ) .x^^] -^>-*f 

5 (4- [2- (5-7>U*n-2-^>y*^vr 
if-^] -N-^^^>4f^$>) ^Wb*^ (^1#HS) 0 
[0 0 19] 
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^ ' N CH 3 
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BF-133 




4 


BF-140 


XDC">— ^ /=\ 
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BF-145 
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[0 0 2 0] 

t3!/ * (CJD) , m^>.^^^7-.vt^*-g (GS 
S) . ^»u^;7xH -Va:/* (v-CJD) . 99EttnH£7H 
(FFI) , Hh£Wo»ft-CI±ty^^wif-, 

(bse) , *ajwi«K**w*»re,*L* 0 ^mtc 

* *»*>**BF-125, N-2 8 2, BF-133, B F - 1 4 0 * «fc Iffi F 

•tor, a (i) -e^ $ *l* 4 * \**owm±.!m s *.* « & l < i±» 

[0 0 2 1] 
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i»«^otUtM#^/:4M^^^ t (I) 

* > r n y h i; * *mtt* ^Cio T*£»Wf LT § tz 7 



o 



R^xmm't&zttfx%2> 0 
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[0 0 2 2] 

e tmm-rz mm<Dw*&m k im®, ttimttiTiiu r n - rsn^-t- 

^m^#T^ 0 3 H , 14 C> 35 S> 13 1 If(W 

*tt*wt 7 m*mmi.*mmttmmx& (pet) *fett y «&ffi«atc 
£z*>id*-?~-wmmmm (spect) ^v^^iM:^oT^: 0 

* l*#©*HiWcJ: 9mfflft&|cj: *Hfc&*£*t!fc»::»Lfc 
flWR^W^^SO-CjaFi Lv^ 0 SPECTffl{:(i9 9m Tc ^ 1 1 1 I n, 6 7 
Ga, 201 TK 123 1, 1 3 3 X ef ItffltlT^^^i 
SH-*££#"C#* e 9 9mTc*J:Cfl 2 3 ItfSPEClcJ: <ffiv>**LTV> 
£0 PETffifcliHc, 13 N> 15 0 , 18 F> 6 2 Cu , 6 8 Ga , 7 6 

b r^M^iijtM^^^^^^^ mm^mmm 

N, 15 0 , 18F WKfftU ». ,« 

* 1 8 F-Cfl|«t*»*, fllO^f #L**»1 8 FTHWfc$#LTV»T* J: < , & 
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»o«MKRi)*fl8p^ oTtJ:vi8 

[0 0 2 3] 

K i tt £> <o«tti±-9- ^ * n h n £ « e; ^ * ^ _ ^ _ t ^ ^ ^ 
, 3 5 S , 1 2 5 I<st«t*«Kft^fc^rfiC#LT, tfefeOttflTCMkS 

^mm^m^^t^^^mx^^ 0 h c , 35 s«-cm 

^Sre&fto 

^""^ ^fi«tc*«Sr»A«ifc*fT§* e **ftKfhiMi*#fc 
0ffx.ur, Jfc*^44«tB<?!>4gv» 11c, 13 N> 15 0 , 18 F^Ol^m 

A L T^mt" * i ^t? § ft 0 
[0 0 2 4] 
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#M 2 0 0 2-2 5 5 0 1 4 w ^ 



C 13 N , 15 0 , 1 » Fort iM^ftiB^j: ^j^^ 
[0 0 2 5] 

4<omu ^ '^^^Aim 

its &mttmzjscrm&miR'?%&# > m^izm owuv»L2»io 

iWTfc ^ 0 4 L < fi l J5M 1 *v> L 1 0*f l ojwni. $ fc, 
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[0 0 2 6] 
[0 0 2 7] 

***** i *L*fi#*^**, y v * >»e©*»«SH * 

JD) , mf7>.ya!«D^ 5 -.vW^i (GSS), g«S 

tujyy^y -ta/l (v-CJD) , i^Ef^Ktt^Rfi ( F FI) , 
^W«t«i^7v^WtX *^*JSftff£ (BSE) , 
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_tf £ 4 f»M <SjM L TS4t « £ £ T § & 0 
iUiilmg^v^lOOmg, i^JL<li5mg^L5 OmgW 

o 

[0 0 2 8] 

l : *HWfr8^oJKft^tt 

(1) v**fcfc30-40g n - 3) <7>Slc:ICR (H^SLC) £fflv>£ 0 

(2) ttftfcfrttlilN HCK #y^V>^i;a->u400 % DMS04 fctti^r 

(3) «{±^jfli^4 0 C, U,000rwX~10ftrm>kL±m*IkmtLT-S0 o CTi% 



EBiE# 2003-3080978 



2002-255014 



^-v: 20/ 



C18@*B$&fcfc#- h V ?y (bond elute C18, 200 nig. Lot. 070864. Varian) 
flsiD L * n n * ;v a t vt fcB L fc 0 

(5) mwkm#Ki±m&Lit* tmsMim^v^Mtc&^'tMx.. 

(MM300, Retsch) iZ X *) ttVx.'jr'i otz Q *-=e^jc*- h £1053- 

flHt'fr U ±7f £ 3>f^>gi>y LfcC18@*B«ltti # -f'J? yCltt U 
^ n n A tcx^m £ff o fc 0 

(6) IHfcft^ n-r h^7^f £Jlv\ iJSbfeiJ J; IT^IB (£*fctti 

(%n> (mxmm) /mi g) ***^ 0 



[0 0 2 9] 

K2] 





% I D/g ml 




m 




B F-125 


3.0 


2.5 


N-282 


4.0 


0.7 


BF-133 


5.5 


1.3 


BF-140 


5.5 


0.6 


BF-145 


4.4 


1.2 



[0 0 3 0] 

*nmm&&ttMLt Ltz p e t * fzit s p e c TmM&yovmmf&i*. o. 5% 

I D/g^_h^)tttf-h^^#x.f>^-Ci/^ 0 ^-<7)S;l*-e BF-125, N-282. BF 
-133, BF-140, BF-145{iM*T^^fte<^^vHb^%-e*^>o 
[0 0 3 1 ] 
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*«Wt^©*M»te*, ^^^*ffiv»T#*n«#T»«|tLfc. Crj.-CDl 

o 

BF-125, BF-140*J:WBF-145Jcov»T±|B^fe^J: OffofcftttSttWftOtt 
[0 0 3 2] 

»3] 



ft** 


(mg/kg, #M 


B F-125 


S10 


B F-140 


^10 


B F-145 


£10 



[0 0 3 3] 

> ixi(^i2*6ixio-WkBOMrt«;##fflv»6#L, #<»io^ ixio-10 

* e» i x io-7m^ g o^ M ^^^ Vi hK % o ^ h <oit4sm<Dwam&tt<o 

*10tf#tt±©HS#i*£fc*&, BF _ 125 , BF-140*J:WBF-l45liPEHWffl 
[0 0 3 4] 

H»!I3 :«HWK«M-t=*tt**#ry*>aa«5Siffi 

* (<&) A*0*Hftfi**<<? y >@^Jt (7/1 mifE) 7 * > . ftft&iS L 

, SOKi^y-A.jz^L^WWb**** (10-200/.M) T303>W»rfeLfco 50 
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DMRXA) ^TFITC7^;i/^-^>^v^iUV7^;V^-^V>T-©Jt±0 

DD * ; ^ 59 ^ 774-785^-^ 2000^) fcftvv ^'77r/-I»t 

4r#&& (1-2 mM) h>> U-ri O^H^tas-ff v\ jftfc 

h-7°>;*^£in;#:3F4 (Senetectt, 5 0 0fff) t-^&fr, *^^f 

[0 0 3 5] 

BF-125. N-282. BF-133©V»-f *L*Mv*T*GSS*««H*V»-C, 
^t:itoey^t^^f,H/; (Hl)o £*Le>©jH*aH6* tt , 

■»>t-^»t*yy*>sfeo*a»fe (p r p gss©;w 

[0 0 3 6] 

y ^ V * * * * V ^ t fc v * 

«Bfl&fi«Bfla(ScN2a) (Race?., v>-^;v ^ nD y^ 62^, 2845-28 

49, 1998^) fcttffiLT. **ft**<0*# (XdM^ll) t/U^Jf 
6©aifelfl«»**DQh-urae>0^ ^/fnn^ 74^, 4 

894-4897, 2000^) KfcHftltLfco iffljft («|79X3t:3> 7 *i>>tt 
«0«»«:0+^©-o*«l«fc) *Kfti-ftBK«*tt (l0%^gjflift^0PTI- 
(GIBCOBRLtt) ) + dimethyl sulfoxide (DMS0) JC»*Lfc« 

(1 nlffcv*U ^M) ^t\\k.tz 0 DMS0*g|*ifttt*C 

U:tCtt^j>|;t 77 7-t*, mM®. (0.5% ft+y3^V|, 0.5 
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% Nonidate P40. r/iA7 7 7-) ^IffiJ&^it^ L£ 0 lfflJl&i#Mi££3Sjt>I> L 

litiC^Df'ft- tfK {&&m&10fig/ml) *KWk, 37°C 
30^MRJS$^o >yaf7- *f|51#£ijPMSF (ffc&Sftj&lO/zg/ml, 4 
°C) fcjm^TRjSSSrjh*^ RJSlK*®^ (371,000g. 3 0^ s gift) Lfz a * 
<D?£S£l XSDS^- > 777- izj&ft L^tt#itC15% Tris-glycin-SDS*° 
VT^V^75 K^T?«l!C*tt bfco ^SJ® S (±PVDFp< > 7* l/> U *nl 

(PrP2B (7 0, ;^>®ST^ym^«89-l030^7 0 ^KH>pf1- 
2>W*f • #V *n-7-;Mft#) . 5 0 0 0##JR) *-#dfji^ TW)7* 

CDP-StarRJ&ifc (7v-ytA|±) KXi/Fi'frZnSmtLfZo 
[0 0 3 7] 

BF-125, N-282. BF-133. BF-140, BF-145^ 

i?tiK&^x bScmaK&v z>mi%7v * >m&<vmmm$h%:zmtbfz (02 

x.-Mt'BIMK (IC50 (50% inhibition concentration)) (±5-100 nM*e& *K 
t^jlBISiiJBiHE^'tajftJK (TC; toxic concentration) (±50 ^WCfcofcC: 
<t *9 . i*te,^b^<0^c^ftJK^ (TC/IC 50 ) (±500^<bl0000<7)^i:#x.^ 

— 3\ 3ri-?V> (quinacrine) e>&£MW&te5X%>ofz (Doh-ura£>, v> 
^7* «WnniM, 74^ 4894-4897> 2000^ «t 19 BIffl) 0 
[0 0 3 8] 



mtiFife 2 0 0 3 — 



3 0 R 0 ft 7 R 
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it^m No. 


* IC B0 (nM) 


TG («M) 


(TC/ICW 


BF-125 


100 


50 


500 


N-282 


50 


50 


1000 


BF-133 


5 


50 


10000 


BF-140 


5 


50 


10000 


BF-145 


5 


50 


10000 


Qviinacrine 


400 


2 


5 



[0 0 3 9] 

BF-125, N-282^ e fcU J BF-133fi«<7)^7 Pi ; tf->«Sifc#*^fc$iTffi U 
BF-125, N-282, BF-133, BF-14033 J: OT , -145(±S£Nffifl&T'#tJIH^-C& 

• * 4 * - P > if • -fu - ylzmmx- § & fitfe^ < , yy * 
[0 0 4 0] 

Kiwm^itm L/i**^y * >se4riE^f* itt^i,^ ^«t»»4jK^m 

t&%^-e{i^mtfr<7)^^?>K^^y'y * >I6(OSgfifWloti5 
<9, ^^^^^oT^Oit«J|3&*^ini-aifc**if3J^LTv^ (Doh-ur 
a«b, 5>*— ^/l/ «)>fnn^, 80%, 1551-1556, 1999 
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